. Phase-advance is maintained in peripheral clocks 24 h after restraint stress at ZT4-6 for 3 days.
Mice were subjected to 3 days of restraint stress at ZT4-6, and PER2::LUC oscillations were measured starting from ZT7 on the day after the third session of stress exposure.
Experimental schedule (A), waveforms (B), and peak phases (C) of PER2::LUC oscillations in each tissue are shown. Values are expressed as mean ± SEM. P values shown on the lower right side of each graph indicate results from a two-way ANOVA between the control and stress groups. **P < 0.01, ***P < 0.001 vs. control (two-way ANOVA with Tukey post-hoc test). The number of tissues that met the criteria for rhythmicity is shown in Table   S1 . Waveforms were smoothened and detrended after measurement. The number of mice was n = 4 for both the control group and the stress group in each experiment. The peak time of the first peak in (A) was 25.9 ± 0.5 h for the control group and 25.7 ± 0.8 h for the stress group in the SCN, and 30.5 ± 0.5 h for the control group and 31.2 ± 0.4 h for the stress group in the liver. The peak time of the first peak in (B) was 32.9 ± 0.4 h for the control group and 32.9 ± 0.7 h for the stress group in the SCN, and 33.9 ± 0.6 h for the control group and 34.2 ± 0.3 h for the stress group in the liver. Table S1 . (A) Serum corticosterone levels in mice subjected to a single period or repeated periods of 3 days restraint stress (related to Figure 5A ). Blood samples were collected at ZT4 and ZT6 on day 3 of stress exposure. P < 0.01, F(1, 12) = 22.30, for the interaction effect (two-way ANOVA). ***P < 0.001 ( paradigm (ZT13-17), mice were subjected to restraint stress at ZT4-6 for 3 days and PER2::LUC oscillations were monitored. Scheduled feeding was carried out using an automated feeding apparatus. (C) Waveforms and peak phases of PER2::LUC oscillations in each tissue. Increased activity was observed with lower intake of food after restraint stress (see Fig 5A) , and the feeding behaviour in the light phase might cause phase-advance of the peripheral clocks. However, restraint-induced phase shift was observed even when feeding time was restricted to during the dark phase, suggesting that feeding behaviour is not involved in restraint stress-induced phase shift of the peripheral clocks. (D) Body temperature measured by intraperitoneal insertion of a temperature sensor (#3650, Hioki E.E. Co., Nagano, Japan). Values are expressed as mean ± SEM (n = 8 per group). P values shown on the lower right side of each graph indicate results of a two-way ANOVA between the control and stress groups. *P < 0.05, ***P < 0.001 vs. control (two-way ANOVA with Tukey post-hoc test);
